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Baib/cv^x (it. 7ii£0 £2i*ic#i:K rt-ifii#PJi¥t txm 

c-fb^te i - i *i^fc^«i i - i *±m&mzmm u 7.5m 

g/k g OffliT — B — ED 5 B^v^X©M^M«k*? 0.2ml 
L (Day 1 - Day 5) 0 Mffl&^-M (Day 0) N 7 B i (Day 7) N 
9 BE (Day 9) . 1 4 B i (Day 14) *> J;tf 2 IBS (Day 21) ic. 
v^7.©HB/S#Mcfc «9 2 0 a 1 ©ifilftfcgMKU $ * n-t?;l/*7>j7 
(mffiEffl«^t±^. CC-180 AM) Jwi^ifii/h^^ltfiiJL^o 
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SAlfiTKO. 2ml^M^P , 3{-S#L/Co 2 4 5 0% 

(LD S0 ) ^ItHL^l> *b£*fel I — 1 . 17. 25. 26. 
30 — 33. 35. 4 0 £«fctf 5 2 JC&tfS L D so (i> 1 n>g/kg-?*> «9 . 
*ftJK*©fb£4&C33ttSLD BO tt^?'tit>> 3 Omg/kg T?&ofc 0 

^ K y f-;n?^n — X^©IR^J. {»Ji{ff>7 p >^ T;u^>Mf-b 
oTffl^H'<k^o «SI Hi£fc<9 5 0- 2 0 0 mg©gM^^ttt 

0ti5W©a«!iw*fcoTtt0ijpL{dr?L*i. i/ 3 a^o»m asta^© 
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ffifcfc*) 5 0 - 2 0 OmgOSttJ5S2^*^Wt-S7&^-fe;l/*<ff«r*So 
7^D3-;bf©i);fS^ kk.kvVV )h^M± h'J-7A, iglb'O 

22. 5~100mg/m 2 £ 1 — 4 IsUw^^Ttft#1" S©*<«f * 

{t&V>} I - 1 . 2. 0 g^x^;-;i/2 0 'J h;H:j§15?L/:t, S 
ij!U77^H- (7LS0.2 2/O T'Jnffii«i§LT^®>fh^^o/co 
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mt>ntzmwi&m.5 . omi£rafe'<>r t/h^&u i$&K£<omm&. 
n«y 2 ttm 

it&%>} I - 1 n 180mgx 7 ^ h — 7.9 Oig N 3->x^-^40mg> 

i"7A lmg<fc^^{C«k«9^J^fP^L/Co 

ik-k®H -22.2.0 g£i* / -;b2 0 'J 5F h;l/K»«?L;fc8U 
;|J^77-(H- (?LS0. 2 2 ^) -eSnffijtiiLT^B'fb^fTo/ro 

-fb-o-^I I-22x 1 8 0mg> 7^ h — X 9 0 mg> =3 - >7^-f 4 0 
mgx #U f— ;U7^3 -fr 4 mg. Tt*-tevU2 8 mg*5«fc ^f7 U 
> t> A l mgck <0 Itt&iz: «fc «9 «tjHJ*ftJ5fc L fe„ 

HJifll 5 

ij^77-f^- (?LS0. 2 2//) 7?2rafffl|jaLT«RfiYfc*?To/io 
5>n^:«H»«t5. 0ml£*Ife/<-< T^UK^&U Wftlc J: U 

H«J 6 t£#J 

-fb^^J I — 4 8 > 1 8 Omg. 7 ^ h - X 9 0 mg. n — — 4 0 

mg N i) t'—JlTJl^-Jl' 4 mg^ Tt*-fe;b2 8 mgfc^ CfXf7 U >f7 
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MMffl 7 I - 20 CD 



(CH 2 ) 5 CH 3 




10% Pd/C 



##^J2tai£«D I - 1 9 (D&J&tmUO'fi&^&'Ofceity (A - 1) 
lOOmg (0. 16mmol ) *5 <fc 3 tfflS'^* *>4/70jU 1(0. 48mmol) <fc *Mb-&<$l 
(E) 60.6mg (55.4%)£-*#*io 
^-NMSCDMSO-de) S ; 0. 880(t. 3H, J=7. 1Hz), 1. 302-1. 385(m, 6H), 1. 780 
(m. 2H), 2. 683(s. 3H), 2. 740(s, 3H), 3. 696(m. 1H), 5. 059(d. 1H, J=17. 9 
Hz). 5. 100(d. 1H, J=17. 9Hz), 7. 007(br. s. 1H). 7. 274-8. 112(m. 7H), 
9.304(d, 1H. J=8. 0Hz). 
Fab-MS(m/z) ; 685(11+1) + 

mn®\2t?M<0 I ~ I 9 <Detf££mmO%&lZ&t)ik&M (E) 50mg 
fecfc^lOX Pd/C 50mg «k *9 I — 2 0 N 15mg(36X) 

1 H-NMR(DMS0-d 6 )5 ; 0. 883(t, 3H, J=7. 2Hz), 1. 306-1. 406(m, 6H), 1.751 
-1. 794(m. 2H), 2. 102(m, 1H). 2. 299(s, 3H), 3. 693(m, 2H), 4. 034(m, 1H). 
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4. 537(s. 1H). 5.088(s. 2H). 6. 945(dd. 1H, J=3. 3. 9. 5Hz). 7.305-8.149 
(m. 7H), 9. 337(d. 1H, J=7. 97Hz). 
Fab-MS(m/z) ; 551(11+1) + 
Mfom 8 1-21 




HBr/CH 3 COOH 



2 ib«s© i - i 9 (o^nsLtmn^mK^^oit^ (a - 2) 

113.2 mg (0. 2mmol)*J<i: tfatt'O ^47. 5 ul (0. 4mmol) <k *) it^^i 
(G) 40mg (31J0£^Co 

'H-NMECDMSO-dG) 5 ; 2. 176(dt, 1H. J=6. 6. 13. OHz), 2. 343(s, 3H), 2.644 
(s. 3H), 2. 777(s. 3H), 4.271(s, 1H). 4. 904(d. 1H. J=15. 6Hz), 4. 954(d. 
1H. J=15. 6Hz), 5. 028(s. 2H), 7. 030(dd. 1H, J=6. 9, 8. 3Hz), 7.277-8.049 
(m. 12H), 9.327(d. 1H. J=7. 8Hz). 
Fab-MS(m/z) ; 657(M+1) + 

it^® (G) 18mg(0. 027mmol) S-^nn^^A 0. 5mllC^g? L2z>% M 
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fb7K*K/HF« 26.2 ul ^rjD^m^T 1 B*M«# L*rtt»4fc*^3* U 
1-21, 14. 4mg (83. 7%)%'&tz 0 

^-NMECDMSO-de) $ ; 2. 082(m. IB), 2. 271(s, 3H), 2. 708(t, 3H, J=5. lfiz), 
4. 049(m, IE). 4. 425(d. 1H, J=l. 0Hz). 4. 893(d. 1H. J=15. 2Hz). 4. 943(d. 
1H, J=15. 2Hz), 5. 013(d, IB, J=18. lBz), 5. 061(d, 1H, J=18. 1Hz), 6.957 
(dd. 1H. J=3. 0, 9. 3Hz), 7. 280-8. 082(m, 12H). 8. 642(br. s. 1H), 8.813 
(br. s, 1H). 9. 355(d, 1H, J=8. lflz). 
Fab-MS(m/z) ; 557CM+1) + 

9 1-24 <o&m 

1-2, 135mg(0.28nimol) b 7 t Kn 7 7 > (THF) 5 mUc^f 
8?L> "/a faT* IsTJlrt K81. 7mg(l. 41mmol), vT y Tk^-ft* 
h U ^ A28.3mg(0.45mmol) 3 N^St«k p H 5 — 6 lzM$E 

Ltzgt, Z.smmm&LtZo 3NMt-pHl~2tLfct, 3NtK& 

-> U fitfJliJ p 0-7 h ^7 7 ^ — (.} $ J —A?/ 9 n D*;bA = 
1/50)T?»»!U 1 -24, 73. 8mg 0K^50X)£»rt:o 
1 H-NMR(400Mflz. DMS0-d 6 . <5 );9. 324(d. 1H, J=8. 0Hz). 8. 038(m. 2B), 7. 576 
(d, IB, J=8. 3Bz), 7. 469(m.2H). 7. 321(m. 2H). 6. 835(dd. 1H, J=3. 1. 11. 7 
Bz), 5. 060(s, 2B), 4. 205(s, IB), 3.279(s.3H). 2. 622(s, 3B). 2. 399(s, 
3B), 1.973(s, 3B). 1. 088(m, 2B), 0. 578(t. 3B, J=7. 3Bz). 
Fab-MS(m/z) ; 523(M+1) + 

mmm 1 o 1-29 co&m 

u — 17), 513mg(l. lmmol)<&^ n d 30ml 

7^20ml£JO>L#rtii#!l£51KU ol^BPLC ( 28X7KIHbT >^E- O A 
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/H 2 0 /y^; -yb=l/15/85 ) KJ; «3tt8J[£?T^ 1 - 2 9, 273mg(43 

'H-NMECDMSO-de) <5 ; 1. 422(s. 3H). 2. 307(s. 3H). 4. 066(d. 1H. J=3. 5Hz). 
4. 959(s, 2H), 6. 710(dd. 1H, J=2. 2, 4. 8Hz), 7. 271-7. 998(m. 6H). 8.561 
(s. 1H). 9. 454(d. 1H, J=l. 9flz). 
Fab-MS(m/z) ; 546(M+1) + 

. . .' 

mmm 1 1 1-30 



(A-1) 




- 1-30 



(R-1) 



mitTJ^l — 1> A333mg (2. 5mmol) 5? ? n o ^ ^ ^SOmllCj&g? 

Ln 0 °CiC?££p^ N m<tT * JV&8. 9^1(1. 25mmol) £an*.30#fig«# 
L/Co o o ^ ^ >2fmll,ZTfemziktzit€!%!l(k - 1 )500mg(0. 83mmol) 
fcflD* 0 °Clr 5 B$|ffl«#Lfco K^T«lwfiS?0«K7k*^ h U * a* 

*ou*;UA) tilU <fc-&#J (R- 1 ) 333. 3mg(iR^62X)*»/=o 
1 H-NMR(400MHz,DMS0-d 6 )<5 ; 10. 015(s, 1H). 8. 630(s, 1H), 8.111-8.071 
(m.2H). 7. 988(br.s. 1H). 7. 725(d, 1H. J=8. 6Hz), 7. 541-7. 362(m, 7H). 
7. 076(s. 1H). 5. 201(s, 2H). 5. 028(s. 2H), 4. 683(br. s, 1H). 4. 295(br. 
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s, 1H). 2. 748(s, 3H), 2. 693(s, 3H). 
Fab-MS(m/z) ; 643(M+1) + 

it&Va (R - 1) 39.6mg(0.062mmol) 1-31 tfflmKKfcZft 
1-30, 16.3mg (JR2&52X)&^fc 0 
I H-NME(400MHz.DMSO-d 6 )5 ; 10. 015(s, 1H). 8. 531(s, 1H). 8. 087(dd, 1H. 
J=l. 8. 8. 7Hz). 7.981(t. 2H. J=7. lflz). 7. 700(d, 1H. J=8. 8Hz), 7.451- 
7.408(m, 1H). 7. 294(t, 1H. J=7. 4Hz), 6. 774(br. s, 1H). 4.978(s.2H), 
4. 648(d. ltiiMhiz)." 4: 090(d, 1H, J=3. 4Hz). 3. 384(s. 3H), 2. 757(s, 3H), 
2. 326(s,3H), 1.417(s, 3H). 
Fab-MS(m/z) ; 509(M+1) + 

mmm 12 1-31 



(A-1) 




1-31 



i&itTJls ^ — ^ Al. llg(8. 33mmol) od ^ ^ >30ml iCygS? 

U 0°C(C^m> ±g^T-t?^^0.59ml(8.33mmol)^iD^T30^r B ^a^ 
L/Co $ *>9 a ^ >15mllC^j|?§-tt-/c>fl:£-^ (A-1) l.OOg 
(1. 67mmol) £flnx.T. 0 1 B#P^«r#L/Co SSfn^Tk^:*- h >J ^ 
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- U ? J -A,/ 9 acr*;UA = 1/50) TfflMfiU fb£r% 
(H) 546. 8mg (iR^48%) &&fc 0 

, H-NMK(400MHz,DMSO-d 6 )5 ; 10. 016(s. 1H), 8. 715(s. 1H). 8. 603(s, 1H) 
, 8.291(s, 1H). 8. 125-8. 099(m. 3H), 7. 742(d. 1H. J=8. 8Hz), 7.408(br. 
s. 5H), 7. 094(t. 1H, J=7. 5Hz), 5. 206(s. 2H). 5. 130(s. 2H), 4. 666(br. s, 
1H), 4. 332(br. s. 1H), 2. 693(s, 3H). 
Fab-MS(m/z) ; 685(M+1) + 
it&®l (H) 50mg (0.073mmol)£-DMF 3 mHC/gfl? L 10% Pd/C 25 

^avh^77^ (>^;-V^nD*;bA= 1/9)7?«SSL. I- 
3 1. 13.6mg (IK^34%) *'mz 0 

l H-NMR(400MHz, DMS0-d 6 . 5 ) ; 10. 024(s, IB), 8. 626(s. 1H). 8. 520(s, 1H). 
8.289(s, 1H), 8. 111-8. 015(m. 3H). 7. 729(d, 1H. J=8. 7Hz), 6. 803(d. 1H, 
J=4. 4Hz), 5. 084(s. 2H), 4. 116(d, 1H. J=3. 4Hz), 3. 420(s, 3H), 2. 733(s, 
3H). 2. 699(s, 3H). 2.341(s. 3H). 1. 350(br. s. 3H). 
Fab-MS(m/z) ; 55KM+1) + 

■mmm 13 1-32 <D^m, 

li'^on^ * >4mllc^ (A-l) 50mg(0.081mmol) £ig 

8?£-tK 0°C{C^4PT. mmtrfy 149 (0. 16mmol). a, a - 
^Dnyf;l/^f;l/X-f;P38/i 1 (0. lemmoD^Sl]^.^ Ofe 2. 5B#Fb1 
»#Lfc 0 KJ&fcTSU 9 o n*wl/ A 50ml TlgrSRU fi&*D&K*jSS:M\ 
U ^atK^S^tKt-^L. «ttK^- h 'J ^A-e^L/co »«E*S* 

*^A = 1 /20) 1?»jS!Lx 1 - 3 2, 22.2mg (lD?^51%) ^%tz 0 
'H-NMKCSOOMHz.DMSO-de)^ ; 10. 099(s. 1H). 9. 821(s, 1H). 9. 227(s, 1H), 
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8. 698(s, 1H). 8. 592(s. 1H). 7. 994(m. 3H). 7. 800(d. 1H, J=8. 6Hz). 6.811 
(br. s. 1H). 4. 986(s. 2H), 4. 100(br. s. 1H), 3. 382(s, 3H). 2. 328(s, 3H). 
1. 417(br. s. 3B). 
Fab-MS(m/z) ; 523 (M+l) + 

mmm 14 1-33 

COCH3 




10% Pd/C 
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ik&fy} (R-l) 219. 3mg(0. 34mmol) f h 7 fc Ko 77 >10mli: 
mt&Ltz'&^ mfrWtWLO. 32ml(3. 42mmol). 4 - : J * * )IT ;7h''J v>" > 
208.7 n«(1.7lBmol)*an^.x 60^1? 9 tirN)j&J&& -feS-fco / 9 J - frlQml 

A^nv b^?^ - (p< ^;-;1//^dd^;1/A = 1/100 ) 
U -fb^ (R- 2 ) 226. 8mg(lR^97%) *ffrt: 0 

1 H-NHE(400MHz, DMS0~d 6 ) 5 ; 9. 808(s. 1H : ), 8. 088(dd. 1H. J=l. 7, 8. 8Hz). 
8. 060(d, 1H. J=7. 6Hz), 7. 716(d. 1H. J=8. 5Hz). 7,562-7. 395(m. 8H). 

7. 049(s. 1H), 5. 351(s. 2H), 5. 198(s, 1H), 4. 666(br. s. 1H), 4. 280(br. 
s. 1H), 3. 264(s, 3H). 2. 733(s, 3H), 2. 650(s. 3H). 

.Fab-MS(m/z) ; 685CM+1) + 

(R-2) 170mg(0.25mmol) 9 n n ;}wU A lOmHc L tz 
m> b y >7 A 105mg(1.25mmol)SOV ^ ? a nifl3cJgl§I*21 

^Lfci, 0 °Clc^ip U 28%:*- h'JyA^f7-h^; 

246 fi 1(1. 25mmol) 1 0^H«^L^o S«»7fti:2N$ 

*8»*iD;i4»ft]Lfc^ * a n ^yUA^filiJ U zkifc^ lit h U 7 

(5%^ ^y-^/^un^A-A) T'»SL> (T) 90. 9mg (JR 

^59%) &^fc„ 

'H-NMK^OOMHz. DMS0-d 6 ) 5 ; 9. 032(br. s. 1H). 8. 712(s. 1H). 8. 495(s, 
1H), 8. 032(d. 1H. J=7. 4Hz). 7. 579-7. 304(m, 8H).. 6. 959(dd, 1H. J=2. 5. 

8. 6Hz), 6. 893(br. s. 1H), 5. 190(s. 2H). 4. 957(s, 2H). 4. 675(br. s. 1H). 
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4. 260(br. s. 1H). 2. 746(s. 3H). 2. 686(br. s. 3H). 
Fab-MS(m/z) ; 616(M+1) + 

3£^DMF 2mlJC-ffc^ (T) 50mg(0. 081mmol) ZfeMZ -fcK 0 
°C(w^il]T> Q0%7KM J iti' h U ^Ain oil 3. 2mg(0. 081mmql)£;Dn;LT 
30#Pb1H#L/Co UuKS^M) 
QVX* 3mmm&Ltz 0 SMTts ?nn*;l>A50ml-e:?&ifi!U tfrfa 
^bT>^^A 7 J<^&Rtf:ft^7KTft#U «E»^" h U ^AT?*£«L 
fco v iJ* f ;W 7 A ^ n 7 F ? 7 7 ^ - (^^y 

-A,/ 9 on^;l/A= 1 /200 ) tilSU {b^fel (M) 20. 5mg (iR* 

38%) zmzo 

l H-NMR(400MHz. DMS0-d 6 ) S ; 8. 909(s. 1H). 8. 510(s. 1H). 8. 050(d, 1H. J 
=8. 1Hz), 7.527-7. 331 (m, 8H). 7. 132(dd. 1H. J=2. 7, 8. 8Hz). 6. 942(br. s. 
1H). 5. 193(s.2H), 4.977(s, 2H), 4. 678(br. s, 1H). 4. 262(br. s. 1H). 
4. 042(t. 2H. J=6. 6Hz), 2. 741(s, 3H), 2. 675(s. 3H), 1. 850-1. 798(m. 2H). 
1. 055(t, 3H. J=7. 4Hz). 
Fab-MS(m/z) ; 658(M+1) + 

ik&fy) (M) 19. 6mg(0. 030mmol)£-DMF 2 mUdrgg? 10% Pd/C 
lOmg^rjD^. fl 2 SiM^ afiT?2B*H«i^Lfco SJ&i&T^ * 5 -f 

h^fflU ^j|^git5Ci:i:J:<?S4^llfco MTLC (10 
^/-V^ootWl/A) "T^Lx 1-3 3, 11.3mg (iR^72%) 

'H-NMEC 500MHz. DMS0-d 6 )<5 : 8. 902(s. 1H). 8. 426(br. s. 1H), 7.986-7.944 

c 

(m.2H). 7.490(d. 2H. J=8. 8Hz). 7. 409(t, 1H. J=7. 9Hz), 7. 279(t. 1H. J= 

7.4Hz), 7. llKdd. 1H. J=2. 6, 8. 8Hz), 6. 672(br. s, 1H), 4. 932(s. 2H), 

4. 087(br. s, 1H). 4. 042(t. 2H, J=6. 8Hz), 2. 317(s. 3H). 1. 849-1. 807(m. 
2H), 1.063(t. 3H, J=7.4Hz). 



WO 94/06799 



m 

PCT/JP93/01346 



Fab-MS(m/z) ; 525CM+1) + 
Hi^J 15 1-39 

K-252a ( 1 - 3 5 ), 103mg(0. 224mmol)S- T H F llmlKl&JS? U 

K20^1 *mz- 1 1&mftLfZo SfSM^^nD^^Atf^t 

*W7A^n7 h^*^7^ - (^no^;l/A) -effiS^L 1-39, 
34. 8mg (30.9% ) £*#7^ 0 

1 H-NME(CDC1 3 ) 6 ; 2. 258(s, 3H), 2. 467(dd, 1H, J=5. 4. 13. 9Hz), 2.625 
(s. 3H). 3. 378(dd. 1H. J=7. 3. 13. 9Hz), 4. 025(s, 3H), 4. 480(d. 1H. J=7. 4 
Hz). 4. 560(d, 1H, J=7. 4Hz), 5. 075(s, 2H), 6. 537(br. s. 1H), 7.001(dd. 
1H, J=5. 3, 7. 2Hz). 7. 346-7. 953(m. 7H). 9. 334(d, 1H, J=7. 9Hz). 
SIMS(m/z) ; 512(M+1) + 



4 1 
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mmm 1 6 i - 5 1 ©^/a 
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iMitTJUl — ^Al. 05 g (7. 89mmol) v * n o t 9 >l'00ml JC 

•^S?L 0 rjC/#ip^ N iMitT-ZT-JlsO. 56ml(7.89mmol)£#[];iT> 30ftffl 
mWLtZo $1>\Z^ V9uu* 9 y25nl\zife?&m£tzit<£i®) 1-18 
0. 97 g (1.58mmol) ^flOX."?:. 0 VT* 3 B#fy^# L mumWkMj- 

^D7^77^-( ^^;-;b/^OD*;bA = 1/50) i-T|fS^L 
> {b£r#I (R-4) 0. 21 g (JR^21%) . -fb^tl (R - 5) 0.40g (iR 
2p35%) &CFI-5 1, 0. 15 g (ID?^17%) <£-^f/Co 
(R-4) 

'H-NMKC 500MHz. DMS0-d 6 ) 5 ; 10. 041(s, 1H). 8. 085(t. 2H. J=8. 8Hz), 

7. 721(d. 2H, J=9. 3Hz), 7. 543-7. 312(m. 8H), 5. 197(s. 2H). 5. 116(s. 2H), 

4. 693(br. s. 1H). 4. 288(br. s. 1H). 2. 744(s. 3H). 2. 698(s, 3H). 
Fab-MS(m/z) ; 657(M+1) + 

it^m (R - 5) 

■H-NMBCSOOMHz.DMSO-cU) 8 ; 10. 032(s, 1H), 8. 587(s. 1H), 8.106-8. 086 
(m. 3H). 7. 724(d. 1H, J=8. 6Hz), 7. 402(br. s. 5H). 7. 077(t. 1H. J=7. 6Hz). 

5. 234(s. 4H). 2. 755(s. 3H). 2. 738(s, 3H), 2. 690(s. 6H). 
Fab-MS(m/z) ; 699(M+1) + 

<t&® 1-51 

•H-NMR^OOMHz. DMS0-d 8 ) 6 ; 10. 044(s, 1H), 8. 514(s, 1H), 8. 103-8. 030 
(m. 3H). 7. 729(d. 1H, J=8. 8Hz), 6. 795(d. 1H. J=5Hz). 5. 161(s.2H). 
4. 113(s. 1H). 3.412(s, 3H), 2. 732(s. 3H), 2. 701(s. 3H), 2. 340(s. 3H). 
Fab-MS(m/z) ; 565(M+1) + 
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Mfeffl 17 1-48 CD£r/& 




(R-5) (Z-D 



(R- 5 ) 222.9 mg(0. 32mmol)£^ o o*^A20mlK:7g8?L/c 
£KtK**- h U * A108.9mg(1.30mmol) Stf^ * * a nil£jgl«fc 
419. 3mg(2. 43mmol) £;&D*.> IfiCT S^HS^^tfc. SJS*£T8U 

fem^i:'^ i> * n a >20ml LfcSU 0°Cfc^£pU 

28%^ FiJ-7A^f7-h^^y — ^ffttt 237// 1(0. 97mmol) &;&[]*. 10 

tttiU {b£4fc (Z - 1) 112. 6mg (1R^54%) £»fc 0 
1 H-NMR(500MHz,DMS0-d 6 )<5 : 9. 208(s. 1H), 9. 007(s. 1H), 8. 716(s. 1H), 
7. 718-7. 646(m,2H), 7. 571-7. 300(m. 6H), 6. 973-6. 937(m, 2H). 6.855 
(br. s. 1H), 5. 181(s, 2H). 4. 977(s, 2H). 4. 635(br. s, 1H). 4. 137(br. s. 
1H), 2. 733(s, 3H). 2. 635(s, 3H). 
Fab-MS(m/z) : 646(M) + 
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(Z-1) (1-48) 

<k&®l (Z-1 )..19.9. 3vmg(0. 31mmol )^DMF 10ml j&JB L ^ 10% 
Pd-C 100mg^-tn^> 7KJK3£HaiT\ Mfil? 2 NrlHHtj$Lfe 0 KlSS-^ 

'J>M.(DJ 9 J -Jl\zm$L, 0. 61N tt»/||s»i*;U10ml*in;?.;5»U 

C iic«t «9 I - 4 8 , 165mg(lK^97%) £*ffc 0 
'H-NMBC 400MHz, DMS0-d 6 ) 8 ; 8. 750(s. 1H). 7. 857(d, 1H, J=9Hz). 7. 369- 
7. 323(m. 2H), 7. 023-6. 969(m, 2H). 6. 828(dd, 1H. J=3, 9. 3Hz), 4. 991(s. 
2H). 4. 388(s, 1H), 3. 978(br. s. 1H). 2. 666(s. 3H). 2. 426(s. 3H), 
2.291(s, 3H). 

Fab-MS(m/z) ; 513(M+1) + 
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(R-4) ( Z -2) 



it&Vs (R- 4 ) 437mg (0. 08mmol) &4t&® (Z - 1 ) 
Jtv£-*T^ {fc-&$J (Z- 2 ) 292mg (iR^69%) £i#fc 0 
1 H-NME(500HHz.DMSO-d 6 )<5 : 9.039(s, 1H), 8. 738(s. 1H). 8. 034(d. 1H, J 
=7. 2Hz). 7. 588-7. 306(m, 8H), 6. 981(dd. 1H. J=2. 5. 8. 7Hz). 6. 889(br. s. 
1H). 5. 189(s,2H), 5. 044(s. 2H), 4. 497(br. s. lfl). 4. 256(br. s, 1H), 
2. 742(s, 3H). 2. 665(s. 3H). 
Fab-MS(m/z) ; 630(M) + 




(Z-2) (1-47) 



4 6 



m 
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it&ty} ( Z - 2 ) 200mg (0. 32mmol)£. ffc^&f (1-4 8 ) <h[Sj)fi<7) 
KJS*ff^x tt£#J ( 1 - 4 7 ) 162 mg ORSfc95%) £*#*io 
1 H-NMK(400HHz.DMSO-d 6 )5 ; 8. 773(s. 1H). 8. 076-8. 046(m, 2H), 7.529 
(t. 1H, J=8. 6Hz), 7. 414-7. 344(m, 2H). 7. 018(dd. 1H. J=2. 5, 8. 8Hz), 
6. 856(dd. 1H. J=3. 2. 9. 3Hz). 5. 057(s. 2H), 4.476(s, 1H). 4.006(br. s. 
1H). 2. 680(s.3H), 2. 292(s. 3H). 
Fab-MS(m/z) ; 497(M+1) + 

mmm 19 1-50 



nn ^ ^ >30ml<C. it&Va ( 1 - 1 8 ) 300mg (0. 49mmol) 
0 o CfC?S£PT\ Wmt^?> 107/zl(0.98mmol) . a, a 
-•;^nDyf;Mf;U-f M33 1(1. 47mmol) ZlJUz.^ 0°C-<? 
2.5 l$IS«#Lfco KJS^T^x 9 nn*;l/Al00ml T-^f? U f&fnife 

oo^;bA= 3 /lOOlZTlMJ U 1 - 5 0, 102. 3mg(iR$33%) 

'H-NMR(500MHz.DM,S0-d 8 )<5 ; 10. 102(s. 1H). 9. 848(s. 1H). 8.014-7.980 
(m.3H). 7. 793(d. 1H, J=8. 5Hz). 7. 454(t. 1H. J=7. 5Hz). 7. 317(t. 1H. J= 




CHO 



(1-18) 



(1-50) 
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7. 4Hz), 6. 816(br, s. 1H). 5. 075(s. 2fl), 4. llKbr. s. 1H). 2. 362(s. 3H). 
Fab-MS(m/z) : 509(M+1) + 

mmm 20 1-49 




it£}®l ( 1 - 3 4 ) 200mg (0.42mmol) £THF lOmlJCjgfi? L35% 
*^A7^7*t K*« 179jtzl (2.08mmol)^ 2/ T y TKXlk* h U 

^ A26. 2mg(0. 42mmol)^ADX.> 2 N%$C «fc 0 pH5-6 IcffiMKLfcS^ 
2.5 It&HilfliLfco £IE»T3U ?nn*;UA 100ml U t&fO^ 

tz 0 mm^iktik. asE* j/';*m7A^o7i>^7^ - cy * y 

-)\s/>7 D n^;UA=l/20) iCTffiSgLfco #«© I -4 9 £4>»CQ * 
uo*A/Alci8JjP8U 0. 61N JlslOml&lmx., £«L4fc« 

irZZ tlZ&t)^ 1-4 9, 157.2mg(71%) &ntz 0 
I H-NMR(400MHz. CDC1 3 ) S ; 9. 505(d, 1H, J=7. 3Bz), 7. 943(d. 1H, J=7Hz). 
7. 847(d. 1H. J=9Hz), 7. 516-7. 240(m, 6H), 6. 649-6. 621(m. 1H), 4.984 
(s. 2H). 3. 973(br. s. 1H), 3. 004(br. s, 1H), 2. 734(s, 3H), 2.657-2.616 
(m. 2H). 2. 415(s. 3H), 1. 967(s, 6H). 
Fab-MS(m/z) ; 495(M+1) + 
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#%#J 1 1-12 




1-12 



(W) 



fc&lfa (W) (#§§8363-295588) 99mg (0.2mmol) ^yVf^;l/A 
T 5 K 2mltC^^L> 7K#T\ JBOJKjfcJRft?- h U «> A 16mg(0. 4mmol)£ 
tiUz.tz 0 10ftm&'&, B^itn-Zfu 0;04mi(0.4mmol)^Jn^.. $ £ 

t KD77>-^DDt^AT?S B H a {tL> I -12£98mg (lR^84%) ft 

•H-NMKCCDCWDMSO-de 10/1)5 ; 2. 09(t. 6H. J=8Hz). 2. 12(s. 3H. CH 3 ), 
4. 96(s, 2H). 6. 17(s, 1H.0H), 8. 24(s. 1H). 8. 82(s. 1H) 
MS(m/z) ; 583(M + ) 



4 9 
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##0>J 2 1-19 




10%Pd/C 



it&®l (A-l) 90mg(0. 15mmol)£DMF 4.5ml !c?gft?U -23°C 
T?60K 7K^^b^- h'J-)A 9 mg(0. 22mmoi)<£-^n^. > oV^lO^-^Jca ^-fb 
n-^n tVb45/U £jfj[]X. 2 B$R9!S# L fco 5K* -X- >M7K^fST" ? i 

h >/ h^^>= 1 / 9) -*?*MBU ffc£«S (B) 78.8mg(82%) *%tz 0 
•H-NMKCDMSO-de)^ ; 0. 975(t. 3H. J=7. 3Hz), 1. 801(m, 2H), 2. 732(s. 3H). 
2. 736(s.3H), 3. 669(m, 2H). 4. 275(br. s, 1H), 4. 678(br. s. 1H), 5.086 
(s,2H), 5. 197(s. 2H). 7. 005(br. s, 1H). 7. 271-8. 110(m. 7H), 9.311(d, 
IB, J=7. 8Hz). 

Fab-MS(m/z) ; 643(M+1) + 

4b-£$J (B) 25mg£DMF 1ml (C^f|? L> 10X Pd/C 25mg£;&n*.H 2 



5 0 
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*L£lifi£#IXT L C {/ 9 J a o<^^A= 3 / 9 7) Tr^M 
Lfco o^t^Dot^UA lml fCTgfifLO. 6N mM/Wf$fc^?~Jl 1 
ml£fl[l;i#rtii#j£53£U 1-19, 10. 7mg(51iO £*#/c 0 
•H-NMBCDMSO-de) 6 ; 0. 986(t, 3H. J=7. 28Hz). 1. 807(m, 2H). 2. 102(m. 
1H), 2. 296(s. 3H), 2. 686(s. 3H), 3. 668(t. 2H. J=7. 2Hz), 4. 033(m. 1H), 
4. 516(s. 1H). 5. 097(s. 2H), 6. 950(dd. 1H. J=3. 1. 9. 5Hz), 7.305-8.147 
(m. 7H), 8. 978(br. s. 1H). 9. 185(br. s. 1H). 9. 339(d, lfl. J=8. 1Hz). 
Fab-MS(m/z) ; 509(M+1) + 
###J 3 1-22 

1-2, Ug^THF 450ml & =t tf^ 9 J -7l/200ml fC?£?8?LTX 
^°5^>^444mg ©7K^^70ml^»Dx.fco 
fT^ 1-22, 1.91g ZWtZo 

^-NMECDMSO-de) 6; 1. 476(s, 3H), 2. 316(s. 3H). 2. 422(dd. 1H. J=3. 2. 
15. 8Hz), 2. 726(dd. 1H, J=ll. 3, 15. 8Hz). 3. 752(dd. 1H. J=3. 2. 11. 3Hz). 
4. 081(d, 1H. J=3.4Hz). 5. 031(s. 2H), 6. 723(m. 1H). 7. 246-7. 999(m. 7H), 
9. 291(d. 1H, J=7. 3Hz). 
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###J 4 I-23a4>«fcO : 2 3b 




NCH, 
i 3 
H 



(I-23a, I-23b) 

it&m (1-18) 6 1. 4ag$fftffcl. Oil»C*#U Eft&SS (ttft 
9 5. 6%) 4 6. 3mg&inx.* 1ST' 3 B$MiR& L *:«, Ki5»i:ftKifA 
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(8:1)] T-fiig!L. fttcmmi- &M<£&I&m (Fa) 2 4. Omg. '&\z. 

WLit&.J&lfo (Fa) ; , H-NME(400MEz)(DMSO-d 6 . 90°C) 6: 9. 28(lfl, ddd. 
J=0. 7. 1. 2, 7. 8Hz), 8. 46(1H, ddd, J=0. 7, 1. 2. 7. 8Hz). 7. 87(1H, d. J=8. 5Hz). 

7. 58(lH.d, J=8.3Hz), 7. 2 ~7. 5(9H. m). 6. 95(1H, dd. J=5. 9. 8. 8Hz). 6.44 
(lH. d, J=9. 8Hz). 6. 27(1H. d. J=9. 5Hz). 5. 21(2H), 4. 68(1H. ddd, J=2. 5. 4. 8. 
12.4Hz). 4.23(1H, br. s), 3. 15(3H, s), 2. 75(3H, s), 2.7 ~2. 8(1H. m). 

2. 65(3B. s). 2. 30(3H. s). 2. 2 ~2. 4(1H. m) 
FAB-MS(m/z) : 630 CM + ) 

( F b ) ; 1 H-NMR(400MHz)(DMS0-d 6 . 90°C) 6 : 9. 27(1H. ddd. 
J=0. 7, 1. 2. 8. OHz). 8. 5K1H, dt, J=7. 3. 0. 7Hz), 7. 87(1H. d. J=8. 8Hz). 7.60 
(1H. d. J=8. 3Hz), 7.2 ~7. 5(9H. m), 6. 95(1H, dd. J=6. 4, 8. 5Hz), 6. 44(1H. d. 
J=9. 8Hz). 6. 26(1H. d. J=9. 5Hz), 5. 21(2H). 4. 67(1H. ddd. J=2. 9. 4. 0. 13. 5 
Hz), 4.24(1H. br. s), 3. 15(3H. s), 2. 75(3H. s). 2. 7 ~2. 8(1H. m). 2.73 
(3H. s). 2. 29(3H. s), 2. 2 ~2. 4(1H, m) 
FAB-MS(m/z) : 630 CM*) 

Mit£.J&%>} (Fa) 15. 7mg£v> f;^;^! $ Kl. 0 mlfcigg? L 2 0 

•> 'J il ?)l>t> 3 2*? 4 - : 0. 0 5%h'Jxf 

;UT i >^D^ nufrjlJ*-/ ?J-jl(5Q : 1)) {CT*fSgU I -23 a 

8. 9mg£^/c 0 

1 H-NME(400MHz)(DMS0-d 6 ) 6: 9. 25(1H. d. J=7. 6Hz). 8. 37(1H. d. J=7. 4Hz). 
7. 98(1H. d, J=8. 5Hz), 7.60 (1H, d, J=8. 3Hz). 7. 47(1H. ddd, J=l. 2, 7. 1. 8. 3 
Hz), 7. 4K1H. ddd. J=1.2, 7. 1. 8. 3Hz). 7. 27(2H. q. J=7. 2Hz), 6. 71C1H. t. J 
=7. 2Hz). 6. 60(lH.d. J=10. OHz). 6. 23(1H. d. J=9. 8Hz). 4. 08(1H. d. J=3. 5 
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Hz), 3. 34(3H. s). 3. 14(3H. s). 2. 30(3H, s). 1. 46(3H. s) 
FAB-MS(m/z) : 497 CM+H) + 

mmicL-CWt{t&l£® (F b) 12. 7mgfrZ> I - 2 3 b 8. 9 ngfcif fco 
1 H-NMR(400MHz)(DMSO-d 6 ) <5 : 9. 26(1H. d. J=7. 8Hz), 8. 42(1H. dd, J=l. 0, 
7. 8flz), 7.97(lH,d. J=8. 5Hz), 7.60 (1H. d, J=8. 3Hz), 7-. 47(1H, ddd. J=l. 2. 
7.1,8.3Hz). 7.4K1H. ddd. J=l. 2. 7. 1. 8. 3Hz). 7. 27(2H, m), 6. 69(1H. t. J= 
3. 7Hz). 6. 65C1H. d. J=9. 5Hz). 6. 25(1H. d, J=9. 5Hz). 4. 08(1H. d. J=3. 5Hz). 

3. 36(3H, s). 3. 13(3H. s), 2. 30(3H. s). 1. 52(3H, s) 
FAB-MS(m/z) : 497 CM+H) + 
#%#J 5 1-25 ffl^rfig 

^ox^'J > ( I - 1 7 ) , 400mg (0. 86mmol) ^THF 15ml 
iz-mffiL, *;bA7;l/ft K 0. 12ml . isT J 7km4t*<?7mi- h <) <i> 2* 
27. 0mg(0. 43mmol)^jDx.. 3 NMia<3 p H 5-6 i:|§SL^ 5 
^fFh^S^L/Co 3NMtpHl~2iLfct> 3 NtKM^ h U 

-^/^nn*^A=l/2 0) TfH?L> 1 - 2 5, 142. 9mg (JRM 
35%) £^*: 0 

'H-NMK(400MHz. CDC1 3 ) S ; 9. 445(d, 1H. J=8. 0Hz). 7. 934(d. 1H. J=7. 1Hz), 
7. 860(d. 1H, J=8. 3Hz), 7. 516-7. 280(m. 5H), 6. 674(m, 1H), 6.228(br. s. 
1H). 5. 020(s, 1H), 3.992(br. s. 1H), 2. 761(s. 3H), 2. 423(s. 3H), 1.971 
(br. S. 6H). 

Fab-MS(m/z) ; 481(M+1) + 
6 1-26 

X^DX^ijy (1-17) , 50mg(0. llmmoD^-TH F 2 mUC'/g 
ML, Zfa K0. 04ml. ~>7 7 7X^11* ^>%± h U ^ A10. 9. 



m 



m 
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mg(0. nmmoD&fia*.^ 3 N^gNC cfc <9 p H 5 ~ 6 iciS Ltz'&, 3. 5 B# 

1/20) -ei(t^ L. 1 - 2 6, 43. 3mg (lR^43X)*»-fc 0 
'H-NMECSOOMHz, DMS0-d 8 ) <5 ; 9. 458(d. 1H, J=7. 9Hz), 7. 953(d, 1H, J=7. 1Hz). 
7. 823(d, 1H, J=8. 5Hz). 7. 515-7. 274(m, 5H). 6. 705(m, 1H). 6. 165(s, 1H), 
5. 038(s, 2H), 3. 963(s. 1H), 3. 221(t, 1H. J=7. 5Hz), 2. 657(m. 2H). 2.562 
(s. 3H), 2.429(s. 3H). 2. 102(s, 3H), 1. 256(m/2H). 0. 7074(t. 3H, J=7. 3 
Hz). 

Fab-MS(m/z) ; 509(M+1) + '* * 

#%01J 7 1-27 

X^^ox^ijy (I-U) , 50mg(0. llmmoD* THF 2 mllcjg 
fl?L> ^7-/n ^T^-r t K0.06mK 2/ T J TkSKfc* tf*?* h U •> A 10. 9 
mg(0. 17mmol)^*nx.. 3 N^^tC <fc *) p H 5 ~ 6 i:lSUt> 3.5 ^ 
mmWLtZo 3NifT-pHl~2iLtt> 3 N zKBHb ^" h 'J "JAT 

/^□□*^A=l/2 0) t't^L, 1-2 7, 19. 8mg (lR^34JO* 

'H-NMR(400MHz. CDC1 3 ) 6 ; 9. 461(d. lfl. J=7. 6Hz), 7. 886(d, 1H, J=7. 0Hz). 
7.808(d. lfl. J=8. 6Hz), 7. 485-7. 211(m. 5H). 6. 691(br. s, 1H), 6. 611(t. 
1H. J=5. 9Hz). 4. 964(s. 2H). 3. 934(br. s, 1H), 3. 185(m. 1H), 2. 602(m. 2H), 
2. 545(s. 3H). 2. 399(s, 3H). 2. 032(s. 3H). 1. 561-0. 871(m. 8H). 0.827 
(t. 3H. J=7. 2flz). 
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Fab-MS(m/z) ; 55KM+1) + 

m^m 8 1-34 (D&m. 

1-2, 840mg £?oo*;l/A lOmlJCigjt? LO. 6N»tt/ft»i^^ 
3 4 . 613mg ZUtCo 

^-NMRCDMSO-de) 6; 2. 112(m, 1H), 2.285(s, 3H). 2. 678(s, 3E), 4.033 
(br. s, 1H), 4.508(s, 1H). 5.087(s,2H), 6. 941(dd. 1H. J=3. 2. 9. 5Hz). 
7. 310-8. 099(m, 7H), 9. 335(d. 1H. J=7. 9Hz). 
###J 9 1-38 <D&}& 



it&tia (1-6) , 52. 5mg(0. lmmol) ^DMF 2 mllzfeffl LtK^T 
605(5 7R*fb*- h U ^ A12mg(0. 3mmol) *in*.15#|iC|jf #<b> 
19//l(0.3mmol)^Jnxl.5 B#^«#L/c 0 RJS»**l^ifcxf-yl/7f**? 

LC (^^y-^/^nD*;t/A=2/98) l^iL l - 3 8, 23mg£ 



'H-NMECCDCls) 6 ; 1. 109(t. 3H, J=7. 4Hz). 1. 896(m, 2H), 2. 219(s, 3H), 
3. 130(s, 3H). 3. 409(s, 3H), 4. 033(s. 3H), 4. 200(t, 2H, J=6. 5Hz). 4.960 
(d. 1H. J=17. lflz), 4. 967(d, 1H. J=17. 1Hz). 6. 924(dd, 1H, J=5. 3, 7. 1Hz), 




H 
N 



(1-6) 
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7. 136-7. 938(m. 6H), 8. 996(d, 1H. J=2. 4Hz). 



Fab-MS(m/z) ; 554(11+1) + 
#%#J 10 1-40 




H 
N 



1-40 



H 3 C0 CQ 2 CH 3 



(1-36) 



ik&fy} ( 1 - 3 6 ), 50mg (0. lmmol ) *THF 1.5ml KfemLW. 
fiTN-yo*3/N^i>f ; K53.4mg (0. 3mmol ) ZtiQ*. 2 WTM^W L 

(^ ;;-;^DDtwU= 2/9 8) TitiS{L. I - 4 0 , 28mg£ 

, e-NMR(CDCl 8 ) 5; 2. 182(s. 3H). 2. 213(dd. 1H. J=5. 2, 13. 5Hz). 3.152 
(s, 3B), 3. 400(dd, 1H, J=7. 4, 13. 4Bz), 4. 041(s. 3H), 5. 030(d, 1H. J=16. 7 
Hz). 5. 072(d. 1H. J=16. 8Hz), 6. 471(br. s, 1H). 6. 940(d, 1H, J= 5.3.7.3 
Hz). 7. 394-8. 015(m. 4H). 8. 017(d. 1H. J=l. 9Hz). 9. 478(d. 1H. J=l. 8Hz). 
Fab-MS(m/z) ; 640(M+1) + 
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#%#J 11 1-52 cn-sm, 




itS®} (T) 20mg (0.032mmol ) ^DMF 2 mlC^fi?L^ 10%Pd-C 

fjVijv lx? o v h^v^^f — (J ? J -)\>/t a o *;bA= 1/9) 
ICX*t$SiL. 1-5 2, 4. 7mg( iR^30% „ 
1 H-NME( 400MHz. DMSO-d 6 ) <5 ; 8. 962(s. 1H), 8. 704(s, 1H), 8. 428(s, 1H), 
7. 986-7. 938(m, 2H), 7. 513-7. 258(m, 3H), 6. 963(dd, 1H, J=2. 4. 8. 6Hz), 
6. 635(br. s, 1H). 4. 917(s. 2H), 4. 647(d. 1H, J=6. 8Hz). 4. 092(br. s. 1H), 
2.319(s. 3H). 

Fab-MS(m/z) ; 483(M+1) + 

So 
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If $c co $5 ffl 

(i) -fifts: ( i ) 




A 1 A* 



(3C*K RMiTK^ fifty JU* ji, fefflLTJlijJ >OK 'Oi^ifc 

•SQ 2 h/ \lCH, (i) 




(ii) 



NCH, 
i 

R 6 

R 6 tiTKJJU ^>y^4-->*^jK— ;K fifty;u4-^i/*fett 
fi»y;u*^-r^7?*5o ) 

£tzlt3% (iii) 




(iii) 
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JJJlT&'O, R s te7kM£ fclti&MlTJU =i* is ft Jltf- JUT' &Z 0 ) 



ess*. 

(a) R 1A ;&<^*->;1,1?& *K R 2 \ R^tJ^OfR 6 *^**"?**^ 

(b) R 1a ^O^;U-^*^. R 2 \ R» A *>«kO f R 6A *<7K*T?*S*Nx 

(c) R ,A *<y R >A *>«fcJ/R aA *<7K*T?**}x R 8A *^^T 

(d) R 1A *<7K*^/c(±«r;b^;u-c-*i9. R 3A fccktf R 6A *><7j<3it-z:-£> 
<9 > R !A ^ D ¥>Htz It&WiTJV* J -T JUT 5 

(e) R 1A ti<7km*-fcte{g.®.TJU*jUT&tO, R 6A a<7K#lT & *K R 2A £ 
efctf R 3A 7><4£if&T7U# J -ObT***^ 

(f) R 1 A > R 3A *5 X R * A i)<7kMT»& *).R 2A i)mffl.TJl 3 4- ->i?£ 5;K 

(g) R^fimmTJldhJUTb*), R 6A *<7K^-e*«9. R u *<tKo + 



N 
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(3) TiEsS cm) -emt>$nZ'C > Fvjjjiss<v-jismmfa 

H 
i 




(in) 
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